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and concentrated at reduced pressure to a half of the original volume. The concentrate was diluted with water (4 mL) and extracted with ethyl acetate (3 × 2 mL). The combined extracts were washed with brine (2 mL), dried with sodium sulfate and evaporated to dryness. The residue was dissolved in methanol (1 mL) and water (1 mL). Lithium hydroxide (0.5 M, 0.2 mL, 100 µmol) was added and the solution was stirred at 23 °C for 12 h before neutralization with hydrochloric acid (1 M) to pH 1. The solvents were removed under reduced pressure, and the residue was purified by means of HPLC to afford compound 20 as colorless amorphous solid (13 mg, 
4-(4-(1-(Hex-5-yn-1-yl)piperidin-4-yl)phenyl)-7-(4-(trifluoromethyl)phenyl)-2-naphthoic acid (22).
A mixture of amine 19 (31 mg, 50 µmol), 6-bromohex-1-yne (24 mg, 150 µmol), potassium carbonate (41 mg, 300 µmol) and dry DMF (2 mL) was stirred at 23 °C for 1 h followed by heating to 60-70 °C for 2.5 h. The mixture was cooled to 23 °C and concentrated at reduced pressure to a half of the original volume. The concentrate was diluted with water (4 mL) and extracted with ethyl acetate (3 × 2 mL). The combined extracts were washed with brine (2 mL), dried with sodium sulfate and evaporated to dryness. The residue was dissolved in methanol (1 mL) and water (1 mL). Lithium hydroxide (0.5 M, 0.2 mL, 100 µmol) was added and the solution was stirred at 23 °C for 12 h before neutralization with hydrochloric acid (1 M) to pH 1. The solvents were removed under reduced pressure, and the residue was purified by means of HPLC to afford compound 22 as colorless 
4-(4-(1-Methylene-5-azaspiro[4.5]decan-5-ium-8-yl)phenyl)-7-(4-(trifluoromethyl)phenyl)-2-naphthoate (23).
A mixture of amine 19 (16 mg, 26 µmol), 5-bromopent-1-yne (6 mg, 40 µmol), potassium carbonate (11 mg, 80 µmol) and dry DMF (1 mL) was stirred at 23 °C for 1 h followed by heating to 60-70 °C for 2.5 h. The mixture was cooled to 23 °C and evaporated under reduced pressure. The residue was diluted with water (2 mL) and extracted with ethyl acetate (3 × 1 mL). The combined extracts were washed with brine (1 mL), dried with sodium sulfate and evaporated to dryness. The residue was dissolved in methanol (1 mL) and water (1 mL). Lithium hydroxide (0.5 M, 0.1 mL, 50 µmol) was added and the solution was stirred at 23 °C for 12 h before neutralization with hydrochloric acid (1 M) to pH 1. The solvents were removed under reduced pressure, and the residue was purified by means of HPLC to afford compound 23 as colorless amorphous solid (9.2 mg, (MH + , 100). HPLC purity: 100 % (C-18 reverse phase, MeOH).
4-(4-(1-(Pent-4-ynoyl)piperidin-4-yl)phenyl)-7-(4-(trifluoromethyl)phenyl)-2-naphthoic acid (24

4-(4-(1-(Hept-6-ynoyl)piperidin-4-yl)phenyl)-7-(4-(trifluoromethyl)phenyl)-2-naphthoic acid (25).
Amine 19 (30 mg, 50 µmol), hept-6-ynoic acid (9.2 mg, 73 µmol), HATU (28 mg, 73 µmol), N,N-diisopropylethylamine (22 µL, 16 mg, 175 µmol) and dry DMF (1 mL) was stirred at 23 °C for 12 h. The solvent was evaporated under reduced pressure. The residue was dissolved in ethyl acetate (3 mL). The solution was washed with saturated sodium bicarbonate (1 mL), water (1 mL), brine (1 mL), dried with sodium sulfate and evaporated to dryness. The residue was dissolved in methanol (1 mL) and water (1 mL).
Lithium hydroxide (0.5 M, 0.2 mL, 100 µmol) was added and the solution was stirred at ESIMS m/z (rel intensity) 533 (MH + , 100); ESI-HRMS (MH + ) calcd. for C 32 H 31 F 3 NO 2 533.2416, found 533.2429; HPLC purity: 100 % (C-18 reverse phase, MeOH).
4-(4-(1-(3-((tert-
4-(4-(1-Methylpiperidin-4-yl)phenyl)-7-(4-(trifluoromethyl)phenyl)-2-naphthoic acid (28).
Aqueous formaldehyde solution (37%, 100 µL, 1.3 mmol) was added to a solution of 19 (9 mg, 15 µmol) in formic acid (3 mL) and the solution was heated at reflux for 20 h. The reaction mixture was evaporated to dryness. The oily residue was redissolved in methanol (3 mL) and the lithium hydroxide (0.5 M, 100 µL, 50 µmol) was added and the solution was heated at reflux for 3 h. After the reaction mixture has cooled down the solvent was removed.
The solid residue was residue was subjected to HPLC to yield 28 (4.3 mg, 55% 
